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• GTPasi monomeriche

• 21 kDa

• Scambiatori molecolari

GDP
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H-Ras

N-Ras

K-Ras4A

K-Ras4B

Splicing

alternativo

188 aa

189 aa
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Switch I

P-loop

Switch II

K-Ras è una GTPasi

conosciuta anche come V-Ki-

RAS2 

(oncogene virale del sarcoma 

2 nel ratto di Kirsten),

codificata nell’uomo dal gene 

kras.
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A:

Sito allosterico

“Covalente”

B:

Sito attivo (GDP)

C:

Sito allosterico

sia “non 

covalnte

che “covalente”B

C

A
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4EPV

4EPW 4EPT
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Modello preliminare

• 3-D QSAR

• COMBINE
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KRAS

Training Set
ATTIVITA’ BIOLOGICA : pIC50

Modello 3-D QSAR preliminare

Calcolo dei MIF
(campi di interazione molecolare)

LOO Y-Scrambling

Mappe Tridimensionali 

Validazione Interna
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TRAINING SET

PROBE PC r2 q2 LOO q2 YS

A 5 0,930 0,433 -0,641

C 5 0,930 0,434 -0,609

HD 4 0,986 0,436 -0,534

NA 5 0,922 0,446 -0,568

N 5 0,952 0,443 -0,461

OA 5 0,924 0,435 -0,510

e 5 0,903 -0,171 -0,814

d 4 0,916 -0,368 -1,973
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PROBE C

STUDIO MAPPE COMFA2 

ACTIVITY CONTRIBUTION  17                                           ACTIVITY CONTRIBUTION 16

pIC50 =6.15 pIC50 =3.22
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PROBE C

STUDIO MAPPE COMFA2 

ACTIVITY CONTRIBUTION  17                                           ACTIVITY CONTRIBUTION 16

pIC50 =6.15 pIC50 =3.22
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PROBE C

STUDIO MAPPE COMFA2 

ACTIVITY CONTRIBUTION  17                                           ACTIVITY CONTRIBUTION 16

pIC50 = 6.15 pIC50 = 3.22
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PROBE C

STUDIO MAPPE COMFA2 

ACTIVITY CONTRIBUTION  17                                           ACTIVITY CONTRIBUTION 16

pIC50 = 6.15 pIC50 = 3.22
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PROBE HD

STUDIO MAPPE COMFA2 

ACTIVITY CONTRIBUTION  17                                           ACTIVITY CONTRIBUTION 16
pIC50 = 6.15 pIC50 = 3.22



24

PROBE HD

STUDIO MAPPE COMFA2 

ACTIVITY CONTRIBUTION  17                                           ACTIVITY CONTRIBUTION 16
pIC50 =6.15 pIC50 =3.22
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PROBE HD

STUDIO MAPPE COMFA2 

ACTIVITY CONTRIBUTION  17                                           ACTIVITY CONTRIBUTION 16
pIC50 =6.15 pIC50 =3.22
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PROBE HD

STUDIO MAPPE COMFA2 

ACTIVITY CONTRIBUTION  17                                           ACTIVITY CONTRIBUTION 16
pIC50 =6.15 pIC50 =3.22
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TRAINING SET RISULTATI MODELLO PRELIMINARE COMBINE

PROBE PC r2 q2LOO

STE 4 0,807 0,324

DRY 4 0,818 0,276

ELE 2 0,424 0,152

HB 1 0,201 -0,128

STE-DRY 5 0,883 0,299

STE-ELE 5 0,899 -0,044

STE-HB 1 0,230 -0,131

DRY-ELE 2 0,582 0,209

DRY-HB 3 0,735 0,207

ELE-HB 1 0,251 -0,141

STE-DRY-ELE 2 0,630 0,170

STE-DRY-HB 1 0,357 -0,050

STE-ELE-HB 2 0,692 0,036

DRY-ELE-HB 1 0,269 -0,166

STE-DRY-ELE-HB 2 0,709 0,018
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• VIRTUAL SCREENING

• AMPLIARE IL NUMERO DI MOLECOLE

• CREARE MODELLI PIU’ GENERALIZZATI E GLOBALI

• PROGETTAZIONE DI NUOVI INIBITORI
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CHIMICA

Grazie 
per l’attenzione!


